We report two male sibs and two female sibs from separate families, both with normal parents, who had a lethal condition with features of the YunisVaron syndrome and radiological signs of severe osteodysplasty. Autosomal recessive inheritance is likely in both families. The additional features described represent further delineation of the phenotype of the Yunis-Varon syndrome.
a more severe form of this condition, probably inherited as an autosomal recessive trait.
The patients described below show features of both the Yunis-Varon syndrome and precocious osteodysplasty.
Case reports CASE 1
Case 1, a male, was born to healthy, non-consanguineous parents who had one older healthy son. The mother was 35 and the father 29 at the time of the baby's birth. The pregnancy was uneventful and a routine ultrasound scan at 19 weeks' gestation was unremarkable. Labour occurred spontaneously at 39 weeks' gestation and the baby was born by normal vertex delivery, weighing 3030 g (>10th centile), length 52 cm (>50th centile). The head circumference was 33 cm (>2nd centile) and there was a large anterior fontanelle and small posterior fontanelle. The face was dysmorphic (fig 1) with prominent eyes and indentation of the temples. The corneal membrane over the outer part of the iris was opaque. The ears were low set with absent lobes, the nose was small, and the palate high arched. The chest was long and the liver and spleen were palpable. The kidneys were easily palpable but were normal on ultrasound examination. The testes were descended but the scrotum was bifid and there was coronal hypospadias. The hands and feet were particularly abnormal. The left thumb was absent, the right vestigial, and the fingers were short with very small nails (fig 2) . The big toes were absent and the remaining toes short with poorly formed nails. The hips did not abduct fully. TORCH screen was negative and there was a normal male chromosome complement, 46,XY. CT scan showed a small mass thought to be a haematoma in the right parietal region.
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The radiographs (figs 3 to 6) showed the following features. The iliac wings were flared and there were constrictions in the supra-acetabular regions, producing notching of the lateral borders. The acetabula were short and sloping and there was coxa valga with bilateral hip dislocation (fig 3) . The scapulae were abnormal, with constrictions adjacent to the glenoid fossae. The metaphyses of the long bones were flared. The long bone diaphyses and ribs were slender, with irregular, thickened cortices. In the hands (fig 4) and feet ( fig 5) the first metatarsals and metacarpals were absent, as were the phalanges of the thumbs and big toes. The distal phalanges of all the digits were absent, and the middle phalanges were absent or hypoplastic. There was an unusual coarse and stellate trabecular pattern of ossification in the parietal and occipital bones (fig 6) .
The baby had breathing difficulties initially and required oxygen for several days. At 3 months of age he was very floppy with no head control and did not ..:..
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.,:i 4. ii, 'fiPf. considered to fall into three groups: a major malformation (arhinencephaly), an unusual and possibly unrelated tumour, and changes resulting from hypoxia.
CASE 2
Shortly after the death of their son, the mother of case 1 became pregnant again, understanding that there was a significant risk of a second affected child. Ultrasound examination at 18 weeks could not show more than four digits on the limbs, so fetoscopy was performed by Mr Charles Rodeck and absence of the thumbs and big toes was confirmed.
Termination of pregnancy was performed by prostaglandin induction. The fetal weight was 250 g, placenta 140 g, length 24 cm, and head circumference 18 cm. The appearance was similar to the previous child, with a small chin and poorly formed ear lobes ( fig 7) . The thumbs and big toes were represented by stubs (fig 8) and the index fingers were poorly formed. Internally, the only abnormal finding was agenesis of the corpus callosum with associated dilatation of the occipital horns of the lateral ventricles. Histological examination of the bone was normal. Radiological examination showed findings similar to case 1 with absent ossification of the phalanges of the fingers and toes, irregularly thickened cortices of the long bones, and unusual ossification of the cranial vault.
The mother of cases 1 and 2 later gave birth to a normal, healthy male infant, after a pregnancy which was carefully monitored with ultrasound. CASE 3 Case 3, a female, was the second child of healthy, nonconsanguineous parents. The mother, aged 31, had previously had a miscarriage at 13 weeks' gestation, and then a healthy daughter. The pregnancy was complicated by intrauterine growth retardation and falling oestriols. Delivery was by caesarean section at 39 weeks' gestation for fetal distress and the infant required intubation and ventilation for a short time because of poor respiratory effort. Birth weight was 2018 g (<3rd centile) and head circumference was 29 5 cm (<2nd centile). The skull was abnormally soft and felt like a fluid filled plastic bag. The face was dysmorphic with bitemporal indentations and a small chin (fig 9) . The thumbs and big toes were absent ( fig  10) and the digits were abnormal with absent nails and terminal phalanges. There Case 4, a female, was the sister of case 3. She was born at term weighing 2790 g (10th centile) with a head very soft and the sutures widely separated. Radiological changes were similar to case 3 and there were fractures of both fibulae. Chromosome complement was 46,XX. She failed to thrive and died at 7 weeks.
At necropsy the fissures between the lobes of the lungs were incomplete, and there was incomplete separation of the right and left lobes of the liver. The brain had a normal configuration. Histology of bone showed non-specific changes only.
A subsequent pregnancy was closely monitored with ultrasound and resulted in the birth of a healthy boy.
Discussion
In the table, the clinical and radiological features in the four cases described above are compared with the eight previously described cases of the Yunis-Varon syndrome, summarised recently by Hennekam and Vermeulen-Meiners.' The similarity between the hands and feet, with absence or hypoplasia of the thumbs and big toes and distal aphalangia, was very striking. The facial features were also similar, although our cases did not show the glossoptosis and labiogingival retraction described in the Yunis-Varon syndrome. The craniofacial disproportion and micrognathia, which are features of the Yunis-Varon syndrome, were more marked in our cases 3 and 4 than in cases 1 and 2. The clinical course of our patients was similar to the majority of patients with the Yunis-Varon syndrome, with severe failure to thrive and early death. Features in our patients not previously described in the Yunis-Varon syndrome were the sclerocornea in our case 1, the cataract in case 3, and the CNS malformations in cases 1 and 2.
The radiological findings in the hands and feet were very similar in our cases to those described in the Yunis-Varon syndrome. Our cases showed similar lack of mineralisation of the skull vault in cases 2, 3, and 4. Case 1 showed an unusual coarse trabecular pattern of ossification in the parietal and occipital bones. The pelvic dysplasia in the Yunis-Varon syndrome is described as flattened acetabula and decreased iliac diameters with hip dislocation, although no radiographs of the pelvis in this condition have been published. At least one of our patients had bilateral hip dislocation. Our cases 1, 3, and 4 had flared iliac wings, short sloping acetabula, and unusual supra-acetabular constrictions laterally. Constrictions were also present medial to the glenoid fossae of the scapulae in two of our patients. These findings have not previously been described in the Yunis-Varon syndrome. One of the main distinguishing features was the presence of clavicles in all our patients. Other radiological features in our cases not previously described in the Yunis-Varon syndrome were cortical irregularity, thin diaphyses with flared metaphyses, and pathological fractures.
The radiological changes in our patients resemble family, who all died in infancy with pneumonia. All those described by Kozlowski et al as an autosomal had prenatal and severe postnatal growth retardation, recessive form of precocious osteodysplasia. They feeding problems, and failure to thrive. All had reported a brother and sister with normal, possibly rhizomelic shortening of the limbs, with short digits consanguineous parents, and a girl from another and hypoplastic nails. There were generalised bony Summary of clinical and radiological findings. Radiologically there may be a thin calvarium with stellate ossification pattern, small mandible, spinal deformity, abnormality of the ribs and shoulder girdle, talipes, curved long bones with cortical irregularities, metaphyseal flaring, and soft tissue calcification. Although our case had some features in common with these cases, the pattern of inheritance would not be compatible with this diagnosis, since the mother of cases 1 and 2 was normal, and cases 3 and 4 were female. However, it is interesting that the description of the eye abnormality in the case of Theander and Ekberg6 resembles our case 1, and peripheral sclerocornea has also been reported in a 10 year old girl with Melnick-Needles syndrome.11
The occurrence of the Yunis-Varon syndrome in two further sib pairs provides further evidence for autosomal recessive inheritance of this disorder. Our cases show that absence of the clavicles is not an invariable feature of this condition, that abnormalities of the eyes and central nervous system may occur, and that striking radiological features may be present in addition to those previously described. These changes resemble the precocious type of osteodysplasia, but the relationship between this condition and the Yunis-Varon syndrome requires further elucidation.
